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Learning Objectives

At the conclusion of this educational activity, participants should be
able to

* Describe evidence from recent landmark CVOTs used to support
guideline recommendations for the management of T2D.

* [dentify commonalities among national guidelines and

recommended treatment pathways based on CV risk assessment
of patients with T2D.

* Recognize the need to manage cardiovascular disease and risk
factors within the paradigm of the overall management of T2D.

CVOTs = cardiovascular outcome trials ; T2D = type 2 diabetes; CV = cardiovascular

——

Content Overview

Impact of T2D

Supporting Data for Guideline Recommendations

American
Diabetes
.Association.

% AMERICAN

COLLEGE of
a0 CARDIOLOGY
ADA ACC Expert
Standards of Consensus AACE/ACE
Medical Care Decision Pathway Algorithm

Commonalities Between the Guidelines and Treatment Recommendations

AACE = American Association of Clinical Endocrinologists; ACE = American College of Endocrinology;
ACC = American College of Cardiology; ADA = American Diabetes Association
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——

Impact of T2D

——

T2D is Associated with Multiple Comorbid Conditions

4 N M Y4 /\ I
_ 1= 5006 89% || & 68%
Diabetes affects have A1C > 7%%.2* are overweight have BP 2
34 2 Y ) or obese!* ARG 140/90 mmHgmj
million people  f2 N N N
Up to P - o
in the United States™ 50% qf. 37% :"V': 20%
are at risk of have CKD% have ASCVD*
\_ developing HF3 JAN JAN )

*All ages, 2018. '90%-95% of diabetes represents type 2 diabetes. *Adults 18 years or older with a diagnosis of diabetes in the United States, 2013-2016.
50r taking antihypertensive medications. IDefined as myocardial infarction, ischemic heart disease, peripheral arterial disease, or cerebrovascular disease.

A1C = glycated hemoglobin; ASCVD = atherosclerotic cardiovascular disease; BP = blood pressure; CKD = chronic kidney disease; HF = heart failure

1. CDC. National Diabetes Statistics Report. 2020. Accessed February 19, 2020. 2. Carls G et al. Diabetes Ther. 2017;8:863-73. 3. American Diabetes Association. Standards of
Medical Care in Diabetes 2020. Diabetes Care. 2020;43(supplement 1):51-5212. 4. Iglay K et al. Curr Med Res Opin. 2016;32:1243-52.
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Common Complications in Patients With Type 2 Diabetes

Excess Risk of Events in Patients With Diabetes Relative to Patients Without Diabetes

CHF!
MI (prior MI)?
PVD!
Stroke (prior MlI)?
Ml (no prior Ml)?
Stroke (no prior Ml)?
o _
Pancreatitis T2D treatment approaches are guided by
: 1 . 5 .
End-Stage Renal Disease patients’ atherosclerotic, HF, and renal status®
Blindness*
IO 2:) 4;) 6(‘) 8:) 10‘0

Events per 1000 patient-years
Adapted from Bergenstal RM et al. Am J Med. 2010;123:374.e 9-18.
CHF = congestive heart failure; HF = heart failure; Ml = myocardial infarction; PVD = peripheral vascular disease
1. Foley RN et al. J Am Soc Nephrol. 2005;16:489-95. 2. Haffner SM et al. N Engl J Med. 1998;339:229-34. 3. Noel RA et al. Diabetes Care. 2009;32:834-8.
4. Trautner C et al. Diabetes Care. 1997;20:1147-53. 5. Garber AJ et al. Endocr Pract. 2020;26:107-39.

HF Develops Earlier in Patients with T2D than in Those
Without T2D and is Frequently Underdiagnosed

HF Incidence Patients with Type 2 Diabetes
by Age Range? Previously Undiagnosed with HF%?
(n=581)

——T2D (n=16,388)
No diabetes (n=1,017,643)

Heart
Failure, 28%

No Heart
Failure, 72%

Cumulative Incidence (%)
sy

40 50 60 70 80 90
Age (y)

2Patients with T2D aged 260 years without known HF underwent a standardized diagnostic workup, including medical history, physical examination,
electrocardiogram, and echocardiography.
1. Shah AD, et al. Lancet Diabetes Endocrinol. 2015;3(2):105-113. 2. Boonman-de Winter LIM, et al. Diabetologia. 2012;55(8):2154-2162.
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Supporting Data
for Guideline Recommendations

History of CV Safety with Antidiabetic Agents
and FDA Guidance

CV safety of antidiabetic agents
has been called into question?

FDA uses effects on A1C as the
primary basis for approval of
diabetes medications?

1990 2000
,0? P 0
FDA publishes guidance on industry
Evidence regarding the association of glucose-lowering diabetes mellitus, evaluating cardiovascular
and CVD risk reduction has been inconsistent? risk in new antidiabetic therapies to treat
type 2 diabetes
(" N
The 2008 FDA Guidance for Industry recommends pre-approval and post-approval
CV assessment for drugs and biologics for the treatment of type 2 diabetes?

& )

A1C = glycated hemoglobin; CV = cardiovascular; CVD = cardiovascular disease; FDA = Food and Drug Administration
1. Joffe HV et al. Rev Endocr Metab Disord. 2010;11:21-30. 2. Hirshberg B et al. Diabetes Care. 2011;34(suppl 2):5101-106.
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. . .
Trials to Assess Newer Glucose Lowering Therapies for CV Outcomes
SAVOR-TIMI 53
n=16,492
3-P MACE
EMPEROR-
EXAVINE TECOS CARMELINA CAROLINA R"_‘;“;:&’
5,380 1=14,671 7,003 GV doath or hHF
ap MACE 4-P MACE P MACE 3P MACE eath or
20
'y
EMPA REG CREDENCE VERTIS cv EMPEROE-
reserve
vy MACE ESRD dt b' i P MACE n=4,126
CANVAS IICV d th CV death or hHF
Program DAPA-HF
3":"3'21\?:25 DECLARE-TIMI 58 N=4,500
- n=17,276 CV death, HF
3-P MACE Cv death: hospitalization,
urgent HF visit
ELIXA LEADER FREEDOM CVO PIONEER 6
n=6,068 REWIND
4P MACE 3P MACE 4 MACE 3P MACE
3P MACE DAPA-CKD
SUSTAIN 6 EXSCEL 50/ t d dect
n=14,752
[ DPP-4 inhibitors | 5P VAGE 3-p MACE e GGFR or ESRD, GV
S— 1=9,400 d ath rrenld ath
[ SGLT2 inhibitors | DEVOTE EE 3P MACE
GLP-1 receptor agonists S n=6,522
P! 9 3-P MACE 5P MAGE
(3-P MACE +
I Insulin | |§|ss7 . hospitalization
= T = n=3, for HF or unstable
| Thiazolidinedione | Fatal or nonfatal angina)
| 0 TR | stroke or MI
ACE = acetylcholine esterase; CKD = chronic kidney disease; DPP-4 = dipeptidyl peptidase-4; eGFR = estimated glomerular filtration rate; ESRD = end-stage renal disease; GLP-1 =
glucagon-like peptide 1; HF = heart failure; MACE = major adverse cardiovascular events; M| = myocardial infarction; SGLT2 = sodium glucose cotransporter 2
Cefalu WT et al. Diabetes Care. 2018;41:14-31.

Can we directly compare CV results across
CVOTs if the FDA okays the design of the
trial?

a. We can, and we should

b. We cannot as the FDA approval process is too
complex

c. We can as long as we account for duration of the
trial as per FDA

d. We cannot as the baseline characteristics and
designs are different despite FDA’s input

©2020 American Society of Health-System Pharmacists, Inc. All rights reserved.
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SGLT2-i GLP-1 RA
Ca rd Iovascu Ia r EMPA-REG? CANVAS Program? PIONEER-6° LEADER? SUSTAIN-6%

Outcomes Trials: @@ > B B
Percentage Of Bi% 81% 83%

Patients with and
wit h out CVvD DECLARE* VERTIS® EXSCEL® HARMONYZ0 REWIND::

| <1% h
100%
>99% R

B Multiple Risk Factors
M Established CV Disease

In the general T2D population, only 20% of patients have established CVD*?

*PIONEER-6 inclusion criteria were the age of 250 years with established cardiovascular or chronic kidney disease. CREDENCE (canagliflozin) not included due to makeup of the study
population which included patients with T2D and diabetic nephropathy with albuminuria >300 mg/day.

CV = cardiovascular; CVD = cardiovascular disease; GLP-1 = glucagon-like peptide 1; RA = receptor agonist; SGLT2-i = sodium glucose cotransporter 2 inhibitor

1. Neal B et al. N Engl J Med. 2017;377:644-57. 2. Neal B et al. Diabetes Obes Metab. 2017;19:926-35. 3. Zinman B et al. N Engl J Med. 2015;373:2117-28; 4. Wiviott SD et al. N Engl J
Med. 2019;380:347-57. 5. Cannon CP et al. Am Heart J. 2018;206:11-23. 6. Husain M et al. N Engl J Med. 2019;381:841-51. 7. Marso SP et al. N Engl J Med. 2016;375:311-22. 8. Marso
SP et al. N Engl J Med. 2016;375:1834-44. 9. Holman RR et al. N EnglJ Med. 2017;377:1228-39. 10. Hernandez AF et al. Lancet. 2018;392(10157):1519-29. 11. Gerstein HC et al.
Diabetes Obes Metab. 2017;1-8. 12. Iglay K et al. Curr Med Res Opin. 2016;32:1243-52.

GLP-1 RA MACE Hazard Ratio (95% Cl)

Overview ELIXA - —t—— ® ELIXA (ixi)
LEADER | —_— © LEADER (lira)
EXSCEL ® EXSCEL (ExQW)
: © HARMONY (albi)
HARMONY — H
® : ® REWIND (dula)
REWIND —_— ® SUSTAIN 6 (sema)
SUSTAIN 6 — . PIONEER 6 (oral sema)
PIONEER 6 — ® Overall
Overall -|
—@— @  0.57(0:80,09)
05 0.8 1 12 14
< >

Favors GLP-1 RA Favors Placebo

Cl = confidence interval; GLP-1 - glucagon-like peptide 1; MACE = major adverse cardiovascular event; RA = receptor agonist
Giugliano D et al. Diabet Obes Metab. 2019;21:2576-80. doi: 10.1111/dom.13847.
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Hazard Ratio (95% Cl)
GLP-1 RA MACE  cstablishea cvp .
LEADER —| —— .
1 H ® LEADER (lira
Overview: ExsceL i (ire)
. : @ EXSCEL (ExQW)
REWIND —|
Established CVD —
. . SUSTAIN 6 —| PN . ©® REWIND (dula)
or Multiple Risk PIONEER 6 - @ SUSTAIN 6 (sema)
Overall |
Fa ctors -0~ :  0.86(0.80,0.92) PIONEER 6 (oral sema)
Multiple Risk Factors ® Overall
LEADER —| = 'S}
EXSCEL —_——
REWIND —| PN :
SUSTAIN 6 —| "
PIONEER 6 —| H
Overall :
-—.—i— 0.94 (0.83, 1.07)
T T O T T T 1
0.4 0.5 0.8 1 12 14 2 2.6
< >
Favors GLP-1 RA Favors Placebo
Cl = confidence interval; CVD = cardiovascular disease; GLP-1 = glucagon-like peptide-1; RA = receptor agonist
Giugliano D et al. Diabet Obes Metab. 2019;21:2576-80. doi: 10.1111/dom.13847.

GLP-1 RA Renal

Hazard Ratio (95% Cl)

——

Adapted from Zelniker TA et al. Circulation. 2019;139:2022-31.

Com pOSite ELIXA - —_——% © ELIXA (ixi)
Overview: ® LEADER (lira)
New-onset LEADER — —_— ® SUSTAIN 6 (sema)
macroalbuminuria, ® EXSCEL (ExQW)
sustained doubling of SUSTAIN 6 - ° : ® Overall
serum creatinine,
or a 40% decline in eGFR, EXSCEL —
end-stage kidney disease, _°_"
or death of renal cause
Overall —|
—— 0.82 (0.75, 0.89)
0.4 05 06 08 1 12 14 16
< >

Favors GLP-1 RA

Cl = confidence interval; eGFR = estimated glomerular filtration rate; GLP-1 = glucagon-like peptide-1; RA = receptor agonist

Favors Placebo

©2020 American Society of Health-System Pharmacists, Inc. All rights reserved.

10



Management of Type 2 Diabetes: Putting the
2020 Guidelines into Practice

——

Events per 1000 patient-years
Treatment Placebo HR (95% CI)

Meta-Analyses of IZEGED
Approximately 20% of general T2D population?

T2D Trea'_trr_‘e nts: EMPA-REG OUTCOME  19.7 30.1 — 0.66 (0.55, 0.79)
SGLT2 Inhibitors on  caas Program’ 210 27.4 —a— | 0.77(0.65,092)
MACE?®* DECLARE-TIMI 58" 19.9 239 ——

>

FE model (p<0.0001)

0.83 (0.71, 0.98)

0.76 (0.69, 0.84) 4—‘

Patients at Risk for ASCVD p-value for
*More than 99% of patients had established w
cardiovascular disease.? EMPA-REG OUTCOME N/A N/A PATIENTS NOT STUDIED* N/A 0.41
tNot powered to assess individual subgroups with or :
without ASCVD. CANVAS Program® 8.9 9.8 === 0.83 (0.58, 1.19)
FResults for VERTIS-CV (ertugliflozin; HR 0.99; 95% Cl;
0.88-1.12) in T2D patients with established CVD and DECLARE-TIMI 58" 7.0 8.4 —f—= (.84 (0.67, 1.04)
CREDENCE (canagliflozin; HR 0.85; 95% Cl; 0.69-1.06) in
T2D patients with diabetic nephropathy and _
albuminuria >300 mg/day were not available at the FE model (p=0.0634) - 0.84(0.69, 1.01)

time of publication.

ASCVD = atherosclerotic cardiovascular disease; Cl = T T
confidence interval; FE = fixed effects; HR = hazard

1
ratio; MACE = major adverse cardiovascular event; N/A 0.35 0.50 1.00 2.50
= not applicable; SGLT2 = sodium glucose - —>
cotransporter-2 Favors treatment Favors placebo

1. Adapted from Zelniker TA et al. Lancet. 2019;393(10166):31-9. 2. Iglay K et al. Curr Med Res Opin. 2016;32:1243-52. 3. Zinman B et al. N Engl J Med. 2015;373:2117-28.

——

Events per 1000 patient-years
Treatment Placebo HR (95% CI)
Meta-Analyses Patients with ASCVD
f 2 D Approximately 20% of general T2D population?
o T Treatments EMPA-REG OUTCOME 6.3 115 —— 0.54 (0.40, 0.75)
.
in the UsS: CANVAS Program" 6.4 105 —_— 0.59 (0.44, 0.79)
SG LT2 | N h | bItO rs on DECLARE-TIMI 58" 4.7 8.6 . — 0.55 (0.41, 0.75)
i E <0.0001
Renal Composite FE model (p<0.0001) = | ossesmoen =)
1% . .
Data Patients at Risk for ASCVD p-value for
Renal composite of worsening eGFR, end-stage renal m
disease, or renal death. EMPA-REG OUTCOME N/A N/A PATIENTS NOT STUDIED* N/A
*More than 99% of patients had established 0.71
cardiovascular disease.? CANVAS Program* 4.1 6.6 =8 0.63(0.39, 1.02)
*Not powered to assess individual subgroups with or
without ASCVD. DECLARE-TIMI 58" 3.0 5.9 —— 0.51(0.37, 0.69)
$Results for VERTIS-CV (ertugliflozin; HR 0.66; 95% Cl;
0.53-0.81) in T2D patients with established ASCVD FE model (p<0.0001) ———— 0.54 (0.42,0.71)
and CREDENCE (canagliflozin; HR 0.85; 95% Cl; 0.64-
1.03) in T2D patients with diabetic nephropathy and
albuminuria >300 mg/day were not available at the I T 1
time of publication. 0.35 0.50 1.00 2.50
ASCVD = atherosclerotic cardiovascular disease; Cl = <+ —_
confidence interval; FE = fixed effects; HR = hazard Favors treatment Favors placebo
ratio; N/A = not applicable; SGLT2 = sodium glucose
cotransporter-2
1. Adapted from Zelniker TA et al. Lancet. 2019;393(10166):31-9. 2. Iglay K et al. Curr Med Res Opin. 2016;32:1243-52. 3. Zinman B et al. N Engl J Med. 2015;373:2117-28.
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Events per 1000 patient-years
Treatment Placebo HR (95% CI)

Meta-Analyses of Gl
Approximately 20% of general T2D population?

TZD Treatments EMPA-REG OUTCOME g4 145

—— | 0.65(0.50,0.85)
in the US: CANVAS Program' 73 113 —8—| 068(0.51,0.90)
o=
>

SG LTZ | n h | bItO rs on DECLARE-TIMI 58* 11.1 14.1
h H Fli FE model (p<0.0001)

0.78 (0.63, 0.97)

0.71(0.62, 0.82) 4—‘

Patients at Risk for ASCVD

p-value for
*Mo‘re than 99% of patizents had established Interaction
cardiovascular disease. _—
*Not powered to assess individual subgroups with or EMPA-REG OUTCOME N/A N/A I@@ N/A 0.38
without ASCVD. :
+Results for VERTIS-CV (ertugliflozin; HR 0.7; 95% CI; CANVAS Program’ 2.6 4.2 == 0.64(0.35, 1.15)
0.54-0.90) in T2D patients with established ASCVD
and CREDENCE (canagliflozin; HR 0.61; 95% CI; 0.44- DECLARE-TIMI 58" 3.0 4.6 —a— 0.64 (0.46, 0.88)
0.85) in T2D patients with diabetic nephropathy and
albuminuria >300 mg/day were not available at the FE model (p=0.0021) e 0.64 (0.48, 0.85)

time of publication.

ASCVD = atherosclerotic cardiovascular disease; Cl =
confidence interval; FE = fixed effects; hHF = I T

1
hospitalization for heart failure; HR = hazard ratio; 0.35 0.50 1.00 2.50
N/A = not applicable; SGLT2 = sodium glucose <+
cotransporter 2 Favors treatment Favors placebo

1. Adapted from Zelniker TA et al. Lancet. 2019;393(10166):31-9. 2. Iglay K et al. Curr Med Res Opin. 2016;32:1243-52. 3. Zinman B et al. N Engl J Med. 2015;373:2117-28.

——

. s acC; oo o . . .
Dapagliflozin? Significantly Reduced the Relative Risk of the Primary Endpoint,
. . . F . . 1-3
CV Death, or Hospitalization for HF*, Regardless of Baseline Glycemic Status
* HR 0.74 (0.65-0.85)"
] . . : Placebo + SoC
§ 25 p=0.00001 DAPA 10 mg, Placebo, HR
< n/N (%) n/N (%) (95% C1)
] | NNT=21
S 7 Relative Total 386/2373 502/2371 0.74
[} : . .
S risk reduction . - ¥
g . ARR 4.9% population (16.3) (21.2) (0.65-0.85)
3
> " 215/1075 271/1064 0.75
& 4 DAPA 10 mg + SoC T20 (20.0) (25.5) = (0.63-0.90)
£
S i 171/1298 231/1307 0.73
© ® Curves separated early and continued to diverge over NoT2D (13.2) (17.7) —— (0.60-0.88)
the study period
0y T T T T T T T i
0 3 6 9 2 15 18 21 2 04 06 08 10 12 14
f . — E—
Number at Risk Months from Randomization Dapaglifiozin 10 mg Better Placebo Better
DAPA 10 mg 2373 2305 2221 2147 2002 1560 1146 612 210 Interaction p-value =0.80°
Placebo 2371 2258 2163 2075 1917 1478 109 593 210 ’
[ Dapagliflozin is now recommended (Level A) by the ADA 2020 Standards of Medical Care based on the findings from DAPA-HF J
*Includes urgent HF VISIt requiring intravenous therapy. 'Data represented as event rates over a median follow-up of 18.2 months.! Dapaﬁllflozm is approved in patients with HFrEF
with and without T2D. °A non- significant result for an interaction test can be interpreted as the consistency of effect across the subgroup.
ADA = American Diabetes Association; ARR = absolute risk reduction; ; Cl = confidence interval; DAPA = dapagliflozin; HF = heart failure; HFrEF = heart failure with a reduced ejection
fraction; HR = hazard ratio; NNT = number needed to treat; SoC = standard of care
1. McMurray JJV et al. N Engl J Med. 2019;381:1995-2008. 2. Petrie MC et al. JAMA. 2020;323:1353-68. 3. FARXIGA® (dapagliflozin) [prescribing information]. Wilmington, DE:
AstraZeneca Pharmaceuticals LP; May 2020. 4. Alosh M et al. J Biopharm Stat. 2015;25:1161-78.

©2020 American Society of Health-System Pharmacists, Inc. All rights reserved.
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In national T2D algorithms, if a patient has
an uncontrolled A1C (<1% to goal), no
history of CVD or CKD, what is the first
recommended oral therapy?

a. An SGLT2 inhibitor

b. A GLP-1 receptor agonist
c. Metformin

d. A sulfonylurea

ADA Standards
of Medical Care

©2020 American Society of Health-System Pharmacists, Inc. All rights reserved.
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ADA Approach to Selection of Glycemic Target

more (U
stringent 7%
Risks potentially associated with

hypoglycemia and other drug adverse events low high

less
stringent

l

l

l

Disease duration

newly diagnosed long-standing
Life expectancy 4
long short
Important comorbidities B
absent few / mild severe
Established vascular complications 4
absent few / mild severe
Patient preference 4 4 4
highly motivated, excellent self-care capacities Preference for less burdensome therapy
Resources, support system readily available limited

A1C = glycated hemoglobin; ADA = American Diabetes Association
American Diabetes Association. Standards of Medical Care in Diabetes 2020. Diabetes Care. 2020;43(supplement 1):51-5212.

Current lifestyle

Co-morbidities (i.e., ASCVD, CKD, HF)

Clinical characteristics (i.e., age, A1C, weight) Individualized A1C target

Issues, such as motivation and depression Impact on weight and

Cultural and socio-economic context hypoglycemia

« Side effect profile of medication
Complexity of regimen (i.e.,
frequency, mode of administration)
Choose regimen to optimize

2020 ADA * Review management plan

* Mutual agreement on

standards of changes

Ensure agreed modification

Medical Care: of therapy is implemented in

a timely fashion to avoid

Decision Cycle for clinical inertia

Assess
Key Patient
Characteristics

. * Decision cycle undertaken 4 - = adherence and persistence
Patient-Centered regularly (at least once/ | Review and Agree on F:c‘:::lsd;ra?:;c:alzt * Access, cost, and availability of
G |yce mic twice a year) ManagementPlan | Goals of Care | choice of Treatment medication
Management Prevent

Complications

Emotional well-being
Check tolerability of
medication

Involves an educated and informed
patient (and their family/ caregiver)
Seeks patient preferences

Monitor glycemic status Effective consultation includes

Ongoing Monitoring
and Support
Biofeedback, including motivational interviewing, goal

SMBG, weight, step T . n setting, and shared decision making
mplemen gree on .
content, A1C, BP, and Management Plan Management Plan Empowers the patient

Shared
Decision-Making

Optimize Quality
of Life

lipids * Ensures access to DSMES
* Patients not meeting goals Specify SMART Goals:
generally should be seen at * Specific
least every 3 months as long as * Measurable
progress is being made; more * Achievable
frequent contact initially is * Realistic
often desirable for DSMES * Time-limited

Adapted from American Diabetes Association. Standards of Medical Care in Diabetes—2019. Diabetes Care. 2019;42(Supplement 1):S35.
A1C = glycosylated hemoglobin; ADA = American Diabetes Association; ASCVD = atherosclerotic cardiovascular disease; BP = blood pressure; CKD = chronic kidney disease;
DSMES = diabetes self-management education and support; SMBG = self-monitored blood glucose.

American Diabetes Association. Standards of Medical Care in Diabetes 2020. Diabetes Care. 2020;43(supplement 1):51-5212.

©2020 American Society of Health-System Pharmacists, Inc. All rights reserved.
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2020 ADA Standards of Medical Care Antihyperglycemic

Medication in Type 2 Diabetes: Overall Approach

First-Line Therapy Is Metformin and Comprehensive Lifestyle (including weight management and physical activity)

Consider Independently of Basel

Individualized A If A1C Above Individualized Target, Proceed as Below

ASCVD Heart Failure or CKD Predominates Compelling Need Compelling Need To Costis a
Predominates To Minimize Minimize Weight Gain Major Issue
SGLT2-i Hypoglycemia or Promote Weight
GLP-1RA with evidence of reducing HF and/or Loss
with proven CVD benefit* CKD progression in CVOTs if eGFR
OR adequate
SGLT2-i OR
with proven CVD benefit* GLP-1 RA
if eGFR adequate with proven CVD benefit* if eGFR is less
than adequate (if SGLT2-i not tolerated) P P
Prioritize agents Prioritize agents that
Choose an agent with indication to Choose an agent with proven HF or with low risk for reduce weight or
reduce CVD events CKD benefit for appropriate patients hypoglycemia avoid weight gain

Prioritize low-cost
alternatives

[ Recommendations include a treatment approach to T2D that begins with an assessment of ASCVD, HF, and CKD status J

*Label indication of reducing CVD events

ADA = American Diabetes Association; ASCVD = atherosclerotic cardiovascular disease; CKD = chronic kidney disease; CVD = cardiovascular disease; ; eGFR = estimated glomerular filtration rate;
HF = heart failure

Adapted from American Diabetes Association. Standards of Medical Care in Diabetes 2020. Digbetes Care. 2020;43(Supplement 1):51-5212.

ADA 2020 Without Established ASCVD, CKD, or Heart Failure
Standards of Care y ¥

Compelling Need to Minimize Weight

o H Need to Minimize Hypoglycemia Gain or Promote Cost is a Major Issue
Antihyperglycemic ot

GLP-1RA

SGLT2-i (good efficacy for weight
loss)

Medication in Type | «w ﬂ
.

2 Diabetes: Focus $ s & 3 ol 3
W/ Y ASCV D' CKD’ or HF SGLT2-i SGLT2-i SGLT2-i 1@6‘,::;&::% SGLT2-i

AlC
GLP-1RA I above goal

3

weight loss)

above goal

3

3

If ALC s above target: If quadruple therapy required or SGLT2-i o Insulin therapy
Continue the addition of agents as listed above GLP-1 RA not tolerated, then use regimen (basal insulin)

If A1C is still above target: with the lowest
Later gen SU or basal insulin (w/ low hypo risk) risk of weight gain® Consider DPP-4i or SGLT2-i

Adapted from American Diabetes Association. Standards of Medical Care in Diabetes 2020. Diabetes Care. 2020;43(supplement 1):51-S212.
aDPP-4i (if not on GLP-1 RA based on weight neutrality; if DPP-4i is not tolerated or contraindicated or patient already on GLP-1 RA, cautious addition of SU, TZD, or basal insulin.

ADA = American Diabetes Association; ASCVD = atherosclerotic cardiovascular disease; CKD = chronic kidney disease; DPP-4i = dipeptidyl peptidase-4 inhibitor; GLP-1 = glucagon-
like peptide-1; HF = heart failure; RA = receptor agonist; SU = sulfonylurea; TZD = thiazolidinedione

©2020 American Society of Health-System Pharmacists, Inc. All rights reserved.

15



Management of Type 2 Diabetes: Putting the
2020 Guidelines into Practice

——

ACC Expert Consensus Decision Pathway
on Novel Therapies for Cardiovascular
Risk Reduction in Patients with
Type 2 Diabetes and Atherosclerotic
Cardiovascular Disease

A Report of the American College of Cardiology Task Force on Expert Consensus Decision Pathways
Endorsed by the American Diabetes Association

——

A Focus on Comprehensive CV Risk Reduction in T2D

* ACC created a roundtable with several experts in diverse medical specialties:
cardiology, family medicine, internal medicine, and endocrinology, including
physicians, nurses, advanced practice providers, and pharmacists

* Takeaways
— Need for paradigm shift from focusing on glycemic control to more comprehensive
focus on reducing CV risk and preventing CV death

— Some emerging therapies proved to reduce CV death in patients with established
CVD or at high-risk, and CV clinicians have a role in prescribing them

* SGLT2-inhibitors — 2 drugs demonstrated reduction in MACE and hHF, one also
in CV death and ACM

* GLP-1 RAs — one drug demonstrated significant reduction in CV events

ACC = American College of Cardiology; ACM = all-cause mortality; CV = cardiovascular; CVD = cardiovascular disease; GLP-1 RAs = glucagon-like peptide-1 receptor
agonists; hHF = hospitalization for heart failure; MACE = major adverse cardiovascular event
Das SR et al. J Am Coll Cardiol. 2018;72:3200-23.
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ACC/AHA Recommend the Use of Treatment of T2D for primary
SGLT2-i and GLP-1 RA in Patients with prevention of CVD
T2D and Additional Risk Factors

for CVD ALC>6.5%

consistent

The 2019 ACC/AHA Guideline on the Primary Prevention of
Cardiovascular Disease suggests that, in patients with T2D and
additional risk factors for CVD, SGLT2-i and GLP-1 RA medications
may be initiated for primary prevention of CVD.

with T2D

At least 150 minutes/week of Consideration of metformin as first-
Dietary counseling regarding key TR () Vs e e Aggressive treatment of other line pharmacologic therapy to improve
aspects of a heart-healthy diet (Class I) g(CIass I]p \ \ CVD risk factors glycemic control and reduce CVD risk
(Class lla)

Does the
patient have
other CVD risk
factors?

A1C<7.0% after
lifestyle
therapies and
metformin?

Further management of diabetes
NO E— per primary care provider or
endocrinology

YES YES
Reinforce the importance of diet Consideration may be given to an SGLT2-i or
and physical activity and a GLP-1 RA to improve glycemic control
continue current management and reduce CVD risk (Class Ilb)

ACC = American College of Cardiology; AHA = American Heart Association; GLP-1 RA = glucagon-like peptide-1 receptor agonist; A1C = glycated hemoglobin
Arnett DK et al. Circulation. 2019;140(11)e596-e646. doi:10.1161/CIR.0000000000000678.

——

AACE/ACE Algorithm

©2020 American Society of Health-System Pharmacists, Inc. All rights reserved.
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Lifestyle medication underlies all therapy (e.g., weight control,

Principles of the 1| e e )
AACE/ACE 2 Avoid hypoglycemia
Comprehensive 3 | avold weighteg
T2D Management
Algorithm

Optimal A1C is £6.5% or as close to normal as is safe and
achievable

Glycemic Targets
Therapy choices are patient-centric based on A1C at

presentation and shared decision-making

For patients without
concurrent serious illness and
at low hypoglycemia risk

7 | Choice of therapy reflects ASCVD, CHF, and renal status

8 | Comorbidities must be managed for comprehensive care

Get to the goal as soon as possible — adjust at <3 months until at

9 For patients with concurrent
goal serious illness and at risk for
hypoglycemia
10 | Choice of therapy includes ease of use and affordability
CGM is highly recommended, as available, to assist patients in Adjustments based on: Age, duration of diabetes, comorbid
11 N conditions, risk, patient and
reaching goals safely \_ fe expectancy )

A1C = glycated hemoglobin; AACE = American Association of Clinical Endocrinologists; ACE = American College of Endocrinology; ASCVD = atherosclerotic cardiovascular
disease; CGM = continuous glucose monitoring; CHF = congestive heart failure

Garber Al et al. Endocr Pract. 2020;26:107-39.

——

DYSLIPIDEMIA HYPERTENSION

ASCVD Risk

F a cto r LIPID PANEL: Assess ASCVD Risk
Modifications STATIN THERAPY AcEi

ibrates, Rx-grade OM-3 fatty acids, niacin

. or >150/100 mm Hg:
Algorithm . . o S— ane || DUALTHERAPY
g Try alternate statin, lower statin Repeat lipid panel; assess Intensify therapies to attain
dose or frequency, or add non- adequacy, tolerance of goals according to risk
statin LDL-C-lowering therapies therapy levels

RISK LEVELS HIGH VERY HIGH EXTREME o HIGH*:
DESIREABLE LEVELS DESIREABLE LEVELS DESIREABLE LEVELS DM but no other major risk
and/or age <40
LDL-C (mg/dL) <100 <70 <55 W VERY HIGH*:
DM +major ASCVD risk(s) (HTN,
Non-HDL-C (mg/dL) <130 <100 <80 Fam Hx, low HDL-C, smoking,

CKD3,4} =

76 (mg/dL) <150 <150 <150 B Emﬂ;v: If not at goal (2-3 months)
DM plus established clinical CVD Add calcium channel blocker, -

Apo B (me/dL) <90 <80 <70 blocker or thiazide diuretic
Intensify lifestyle therapy (weight loss, physical activity, dietary changes) and If notat gcal (23 months)

If irable levels:
fotatiesisb elierel glycemic control; consider additional therapy

Add next agent from the above
group, repeat

To lower LDI Intensify statin, add ezetimibe, PCSK9i, colesevelam, or niacin

To lower Non-HDL-C, T¢ Intensify statin and/or add Rx-grade OM3 fatty acid, fibrate, and/or niacin If not at goal (2-3 months)
To lower Apo B, LDL-| Intensify statin and/or add ezetimibe, PCSK9i, colesevelam, and/or niacin

Additional choices (a-block
To lower LDL-Cin FH**:  Statin + PCSK9i tional choices (a-blockers,

central agents, vasodilators,
aldosterone antagonist)

If TG 135-499: Add icosapent ethyl 4 g/day if high ASCVD risk on maximally-tolerated statins

Achievement of target blood

Assess adequacy & tolerance of therapy with focused laboratory evaluations and patient follow-up pressielsleutical

*Even more intensive therapy might be warranted; **Familial hypercholesterolemia.

©2020 American Society of Health-System Pharmacists, Inc. All rights reserved.
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AAC E/Ac E 2020 Indlwduallzed ALC<6.5% Patients w/o concurrent serious ALC > 6.5% Patients w/ 'concurrent serious
Goals illness and low hypo risk illness and risk for hypo
.

Algorithm for
Glycemic

M a n a ge m e nt Recommend SGLTZ-I;‘VIM Long-Acting GLP-1 RA .

A1C 2 7.5%-9.0% A1C >9.0%

Dual Therapy Triple Therapy Sym ptoms
GLP-1RA GLP-1RA
SGLT2-i SGLT2-i
DPP-4i A\ 0 Dual

A1C = glycated hemoglobin; AACE = American A: iation of Clinical Endocr i ists; ACE = American College of Endocrinology; AEs = adverse events; AGi = alpha-glucosidase inhibitor;
ASCVD = atherosclerotic cardiovascular disease; CGM = continuous glucose monitoring; CHF = congestive heart failure; CKD = chronic kidney disease; DPP-4i = dipeptidyl peptidase-4
inhibitor; GLN = glinides; GLP-1 RA = glucagon-like peptide-1 receptor agonist; HFrEF = heart failure with reduced ejection fraction; SGLT2-i = sodium glucose cotransporter 2 inhibitor; SU
= sulfonylurea; TZD = thiazolidinedione.

Adapted from Garber Al et al. Endocr Pract. 2020;26:107-39.

Management of Type 2 Diabetes: Putting the
2020 Guidelines into Practice

Lifestyle Modifications and Ongoing Glucose Monitoring (CGM preferred)

of Control, if or High ASCVD Risk and/or CKD

Independent of
Glycemic
Monotherapy Control, If

Established or
High Risk for
GLP-1RA ASCVD, CKD 3,

SGLT24i or HFrEF,
5 Recommend
DR SGLT2-i and/or
Long-Acting
GLP-1 RA with
Proven Efficacy

Metformin

12D E-] A SU/GLN Therapy
A SU/GLN

A Basal Insulin
elal

Other

Triple Agents
Therapy

3 Months

Add or Intensify Insulin
Refer to Insulin Algorithm

MET + other agents

By national T2D algorithms, if a patient has an
A1C of 6.4% on metformin and sulfonylurea, a
history of a myocardial infarct and heart failure
(HFrEF), what, if any, further therapy would be
recommended?

No further therapy, the patient is at A1C goal
A GLP-1 receptor agonist

An SGLT2 inhibitor

A thiazolidinedione (TZD)

©2020 American Society of Health-System Pharmacists, Inc. All rights reserved.
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Commonalities Between the
Guidelines and Treatment
Recommendations

——

An Early Proactive Approach to Management
Is Advocated @é&fﬁééﬁff

CARDIOLOGY

American
Elsasl;%tﬁa?ion Commonalities of Recommendations’? Ay
Lifestyle modification and disease
ADA ) education are the foundation of the AACE_/ACE
Standards of Medical Care! treatment plan Algorithm?
<7% for most, less/more stringent for others Individualize targets, achieving as <6.5% for most, customize for individual patients
low an A1C as is reasonable
Consider initial combination Assess target achievement every A >7.59
therapy when A1C is 1.5%-2.0% above goal 3 months and intensify as necessary Cormsiitar el dieemy when M2 757
Irrespective of A1C: if ASCVD, choose an agent with Irrespective of A1C, in presence of established
indication to reduce CVD events, if HF or CKD, Treatment approach reflects ASCVD, ASCVD or high-risk stage 3 CKD or HFrEF, choose agent
choose an agent with proven efficacy HF, and renal status with proven efficacy

Efficacy, hypoglycemia risk, impact on weight,
potential side effects, renal effects, delivery method,
cost, patient preferences

Patient attributes, efficacy, tolerability, side effect
profile, ease of use, cost, hypoglycemia risk, weight,
MOA

Additional considerations in patients
without a CV or renal comorbidities

Address BP, lipids, Comprehensive risk

smoking cessation, weight, lifestyle s rermentbayond Address BP, lipids, smoking cessation, weight, lifestyle

A1C = glycated hemoglobin; ADA = American Diabetes Association; AACE = American Association of Clinical Endocrinologists; ACE = American College of Endocrinology; ASCVD =
atherosclerotic cardiovascular disease; BP = blood pressure; CKD = chronic kidney disease; CV = cardiovascular; CVD = cardiovascular disease; HF = heart failure; HFrEF = heart failure
with reduced ejection fraction; MOA = monoamine oxidase

1. American Diabetes Association. Standards of Medical Care in Diabetes 2020. Diabetes Care. 2020;43(supplement 1):51-S212. 2. Garber AJ et al. Endocr Pract. 2020;26:107-39.
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Profiles of Antlhyperglycemlc Medlcatlons
TZD
SGLT (mnde’amdosg %
=
to Severe

WEIGHT Neutral Gam i N Gain

Not Indicated for eGFR
mL/min/1.73
Exenatide Dose
Contraindicated SIAGEIST! Adjustment
if 6GFR CrCl < 30 Necessary (Except More More
RENAL/GU <30 m/min/ Genital Mycotic Linagliptin) Neutral Neutral Hypo Risk Neutral Neutral Hypo Risk
2
{78 Effective in Reducing
Potential Benefit| Potential CKD Gt
LA GLP-1RA Benefit; See #1

Prevent HF
Hospitalization CHF
CHF Neutral Manage HFrEF; Moderate Neutral Neutral Neutral Risk
See #2
CARDIAC Neutral See #4 Neutral Neutral
Potential
Possible ASCVD]
FEED Benefit see i3 ey Reduce | Possible ASCVDl owers oLc | safe
LA GLP-1RA
DKA Can Occur
KETOACIDOSIS Neutral Neutral in Various Neutral Neutral Neutral Neutral Neutral Neutral Neutral Neutral
Stress Settings

1. Canagliflozin indicated for eGFR >30 mL/min/1.73 m? in patients with CKD 3 + albuminuria. B Few adverse events or possible benefits
2. Dapagliflozin — primary prevention of HF hospitalization and efficacy in HFrEF. . .

3. Empagliflozing — FDA approved to reduce CV mortality. Canagliflozin — FDA approved to reduce MACE events. W Use with caution

4. Possible increased hospitalization for heart failure with alogliptin and saxagliptin. Likelihood of adverse effects

Cardiovascular Indications Among SGLT2 Inhibitors
and GLP-1 Receptor Agonists

SGLT2 Inhibitors GLP-1 Receptor Agonists
empagliflozin® canaglflozin? dapagliflozin® dulaglutide® liraglutide® semaglutide®
i3 withcwo ) b N "
m (cV beath only) m With CVD m With CVD or MRF m With CVD m With CVD

With T2D and With T2D and

albuminuria CVD or MRF

] N .

With T2D and HFrEF With And Adjunc§ to Ilfestvle
albuminuria Without T2D modifications

To reduce the risk of major adverse cardiovascular events (MACE) in adults “ To reduce the risk of cardiovascular death and hospitalization for heart failure
with T2D in adults with heart failure with reduced ejection fraction (NYHA class II-IV).

To reduce the risk of hospitalization for heart failure in adults with T2D kg/m? or 227 kg/m? in the presence of at least one weight-related comorbid

diti .g., T2D
To reduce the risk of end-stage kidney disease, doubling of serum creatinine, in condition (e.g )

& . P . . N ﬁ Chronic weight management in adult patients with an initial BMI of 230
‘"’ adults with T2D and diabeti phropathy with albuminuria (>300 mg/day).

BMI = body mass index; CV = cardiovascular; CKD = chronic kidney disease; CVD = cardiovascular disease; GLP-1 = glucagon-like peptide-1; HFrEF = heart failure with reduced ejection
fraction; MRF = multiple risk factors; NYHA = New York Heart Association; SGLT2-i = sodium glucose cotransporter 2

1. Jardiance [package insert]. Rhein, Germany: Boehringer Ingelheim; 2014. 2. Invokana [package insert]. Beerse, Belgium: Janssen; 2013. 3. Farxiga [package insert]. Cambridge, UK:
AstraZeneca; 2014. 4. Trulicity [package insert]. Indianapolis, IN: Eli Lilly and Co; 2014. 5. Victoza [package insert] Bagsvaerd, Denmark: Novo Nordisk; 2010. 6. Ozempic [package
insert]. Bagsvaerd, Denmark: Novo Nordisk; 2017.
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Summary of Guidelines

* Guideline recommendations continue to focus on patient-centered glycemic
management with individualized A1C target and choice of therapy based on
numerous patient-specific factors

* Metformin and comprehensive lifestyle management remain the foundational
therapy recommendations

» After metformin, choice of therapy should be based on ASCVD, HF, and renal
status of the patient and prioritize minimizing weight gain and the risk of
hypoglycemia
— For patients with ASCVD, HF, or CKD, add either an SGLT2-i or GLP-1 RA with proven

CVD benefit, regardless of baseline A1C or individualized A1C target
— For patients without ASCVD, HF, or CKD, treatment should focus on the individual
patient's needs and preferences, including weight, hypoglycemia, and cost concerns

A1C = glycated hemoglobin; ASCVD = atherosclerotic cardiovascular disease; CKD = chronic kidney disease; CVD = cardiovascular disease; HF = heart failure; GLP-1 RA
= glucagon-like peptide-1 receptor agonist; SGLT2-i = sodium glucose cotransporter 2 inhibitor

——
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